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File: USPT 



Sep 5, 2000 



DOCUMENT- IDENTIFIER: US 6114388 A 

TITLE: Monofunctional and/or polyf unctional polylysine conjuages 



Brief Summary Paragraph Right (27) : 

The indolealkylamines and catecholamines used within the framework of the invention 
include especially tryptophan, 5 -met hoxy tryptophan, serotonin, tryptamine, 
5-methoxytryptamine , melatonin, phenylalanine, 3 , 4 -dihydroxyphenylalanine and 
tyrosine . 

Brief Summary Paragraph Right (47) : 

The conjugates according to the invention can be used especially for the preparation 
of pharmaceutical compositions or combinations which are useful in the treatment of 
neuronal degeneration, infectious, traumatic and toxic neuropathies, degenerative 
diseases of the autoimmune type, neurodegenerative disorders resulting from genetic 
diseases, and proliferative diseases, and more particularly in the following 
indications: memory disorders, vascular dementia, postencephalitic disorders, 
postapoplectic disorders, post-traumatic syndromes due to a cranial traumatism, 
disorders derived from cerebral anoxia, Alzheimer's disease, senile dementia, 
subcortical dementia such as Huntington's chorea and Parkinson's disease, dementia 
caused by AIDS, neuropathies derived from morbidity or damage to the sympathetic or 
sensory nerves, brain diseases such as cerebral edema, spinocerebellar degenerations, 
neuropathies resulting from Lyme disease, diseases presenting neurodegenerative 
disorders, such as Charcot-Marie-Tooth disease, amyotrophic lateral sclerosis, 
multiple sclerosis, epilepsy, migraine, polyarthritis, insulin-dependent diabetes, 
systemic lupus erythematosus, Hashimoto's thyroiditis, Horton's disease, 
dermatomyositis and polymyositis, as well as ankylosing spondylarthritis, HIV 
infection and cancer. 
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L4 : Entry 16 of 17 



File: JPAB 



Dec 17, 1996 



DOCUMENT- IDENTIFIER: JP 08333346 A 

TITLE: PYRAZOLIDINE DERIVATIVE AND FREE RADICAL SCAVENGER AND ISCHEMIC REPERFUS ION 
HINDARANCE INHIBITOR 



Abstract (1) : 

PURPOSE: To obtain the subject new compound useful for brain edema f cerebral 
infarction, cardiac infarction, arrhythmia, etc., as a free radical scavenger, having 
antioxidant action and lipid peroxidation suppressing action and having high safety. 
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L4 : Entry 15 of 17 



File: USPT 



Aug 11, 1992 



DOCUMENT- IDENTIFIER: US 5137871 A 

TITLE: Treatment to reduce edema for brain and musculature injuries 



Brief Summary Paragraph Right (18) : 

Brain edema refers to a condition in which there is increased water content in brain 
tissues. This condition occurs when there is a breakdown in the function of blood 
vessels that normally separate blood constituents from brain tissues. Brain blood 
vessels become more permeable when they are injured by a lack of oxygen, by toxic 
substances generated in injured tissues, or by unknown causes such as those 
associated with brain hemorrhage of the newborn. The medical conditions associated 
with brain edema are: brain ischemia, brain infarction, brain tumors, brain 
infections and abscesses, brain trauma and contusions, and secondary brain damage 
arising from neurosurgical operations. Spinal cord injuries pose similar problems to 
brain damage, and the spinal cord is, like brain cells, nervous tissue. 
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L4 : Entry 15 of 17 



File: USPT 



Aug 11, 1992 



DOCUMENT- IDENTIFIER: US 5137871 A 

TITLE: Treatment to reduce edema for brain and musculature injuries 



Brief Summary Paragraph Right (18) : 

Brain edema refers to a condition in which there is increased water content in brain 
tissues. This condition occurs when there is a breakdown in the function of blood 
vessels that normally separate blood constituents from brain tissues. Brain blood 
vessels become more permeable when they are injured by a lack of oxygen, by toxic 
substances generated in injured tissues, or by unknown causes such as those 
associated with brain hemorrhage of the newborn. The medical conditions associated 
with brain edema are: brain ischemia, brain infarction, brain tumors, brain 
infections and abscesses, brain trauma and contusions, and secondary brain damage 
arising from neurosurgical operations. Spinal cord injuries pose similar problems to 
brain damage, and the spinal cord is, like brain cells, nervous tissue. 
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TITLE: Prevention and treatment of ischemic events and reperfusion injury resulting 
therefrom using lys -plasminogen 



Brief Summary Paragraph Right (13) : 

Venous occlusion can cause massive damage and death. This disease is less common than 
arterial cerebral vascular disease. As with ischemic stroke from arterial disease, 
the primary mechanism of brain damage is the reduction in capillary blood flow, in 
this instance because of increased outflow resistance from the blocked veins. Back 
transmission of high pressure into the capillary bed usually results in early brain 
swelling from edema and hemorrhagic infarction in subcortical white matter. The most 
dangerous form of venous disease arises when the superior sagittal sinus is occluded. 
Venous occlusion occurs in association with coagulation disorders, often in the 
purpural period, or in subjects with disseminated cancers or contagious diseases. If 
anticoagulant therapy is not initiated, superior sagittal sinus occlusion has a 
mortality rate of 25-40%. 
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DOCUMENT- IDENTIFIER: US 5817684 A 

TITLE: Leukotriene antagonists for use in the treatment or inhibition of cerebral 
focal stroke 



Brief Summary Paragraph Right (13) : 

Venous occlusion can cause massive damage and death. This disease is less common than 
arterial cerebral vascular disease. As with ischemic stroke from arterial disease, 
the primary mechanism of brain damage is the reduction in capillary blood flow, in 
this instance because of increased outflow resistance from the blocked veins . Back 
transmission of high pressure into the capillary bed usually results in early brain 
swelling from edema and hemorrhagic infarction in subcortical white matter. The most 
dangerous form of venous disease arises when the superior sagittal sinus is occluded. 
Venous occlusion occurs in association with coagulation disorders, often in the 
purpural period, or in subjects with disseminated cancers or contagious diseases. If 
anticoagulant therapy is not initiated, superior sagittal sinus occlusion has a 
mortality rate of 25-40%. 
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DOCUMENT- IDENTIFIER: US 5849930 A 

TITLE: Pyrazolidine derivative radical scavenger brain-infarction depressant and 
brain-edema depressant 

Brief Summary Paragraph Right (5) : 

In view of the foregoing prior art, an object of the present invention is to provide 
a low-molecular compound which is, as a radical scavenger, effective against brain 
edema and brain infarction . 

Brief Summary Paragraph Right (7) : 

As a result of diligent studies of the inventors for attaining the above mentioned 
objects, it has been found that a specific pyrazolidine derivative and its 
pharmacologically acceptable salts are effective, as a radical scavenger, against 
brain edema and brain infarction, thereby accomplishing the present invention. 

Brief Summary Paragraph Right (26) : 

The pyrazolidine derivative and its pharmacologically acceptable salts in accordance 
with the present invention, as a radical scavenger, have antioxidant effect and lipid 
peroxidation suppressing effect as well as a high safety. Accordingly, they are 
effective as medicaments for preventing and curing various damages attributable to 
radicals generated by ischemic reperfusion or the like such as brain infarction and 
brain edema. Also, they are expected to be effective against myocardial infarction 
and arrhythmia. Further, unlike the conventional radical scavengers, some kinds of 
the compound of the present invention have been found to be effective, by one drug, 
against both brain edema and brain infarction . 

Detailed Description Paragraph Right (31) : 

As can be seen from the foregoing examples, the materials belonging to this group has 
a high DPPH reducing effect (radical-eliminating effect) as well as a lipid 
peroxidation inhibitory activity. Also, the compound of Example 7, for example, 
exhibits an excellent effect of inhibition both brain infarction and brain edema. 
Such a compound, which is effective against both brain edema and brain infarction 
alone, is quite rare. 
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ART-UNIT: 162 

PRIMARY-EXAMINER: Davis; Zinna Northington 
ATT Y- AGENT -FIRM: Browdy and Neimark 



ABSTRACT : 

Compounds represented by the general formula (1) : ##STR1## 

(where R.sub.l and R.sub.2 are typically a hydrogen atom; R.sub.3 and R.sub.4 are 
typically a hydrogen atom or a lower alkyl group; R.sub.5 is typically a hydrogen 
atom; X.sub.l, X.sub.2, X.sub.3 and X.sub.4 are typically a hydrogen atom or a lower 
alkoxy group; A is typically an optionally substituted pyridine ring; m and n are 
each 0 or 1) have an NOS inhibiting activity and are useful as therapeutics of 
cerebrovascular diseases and other pharmaceuticals. 

43 Claims, 0 Drawing figures 
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